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B. HELPS SEARCHED 

Minimum documentation searched (ctassificatioa system followed by ctasstfication symbols) 

U.S. : S36/24J;SM/44;43S/6.9l.t 

Documcntatioa searched other than minimum documentatioa to the extent that such documents are included in the fields searched 
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Citation of document, with indication, where appropiiatc, of die relevant passages 



Relevant to claim No. 



AGRAWAL. Antisense oligonucleotides: towards clinical trials. 
TIBTECH. October 1996, Vol. 14, pages 376-387, see entire 
document. 

BRANCH. A good antisense molecule is hard to find. TIBS. 
February 1998, Vol. 23, pages 45-50, see oitire document. 
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NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

Law Offices of Jane Massey Licata 
66 E. Main Street 
Martton, NJ 08053 
ETATS-UNIS D'AMERIQUE 


uaie Of mailing (aay/montn/year| 
29 November 2000 (29.1 1 .00) 




Applicant's or agent's file reference 
RTSP-0066 


IMPORTANT NOTIFICATION 


International application No. 
PCT/USOO/19822 


International filing date (day/month/year) 
20 July 2000 (20.07.00) 


International publication date (day/month/year) 
Net yet published 


Priority date (day/month/year) 
23 July 1999 (23.07.99) 


Applicant 

ISIS PHARMACEUTICALS, INC. et al 



1. The applicant is hereby notified of the date of receipt (except where the tetters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk(*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters **NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively, in such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority <i9tg Priority application No. 

23 July 1999 (23.07.99) 09/359,757 



Cgymry prrgqipngl pffjcg 

Qr.EiCTf(gjcgivinfl Offing 

us 



Date of receipt 
Qfpriprftv dpcumgm 

04 Sept 2000 (04.09.00) 



j^r J. 


The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Swibertand 

Facsimile No. (41-22) 740.14.35 


Authorized officer ^ 

Beatriz Morariu 

Telephone No. (41-22) 338.83.38 



Form PCT/lB/304 (July 1998) 



003689013 
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To: JANE MASSEY LICATA 

LAW OFFICES OF JANE MASSEY UCATA 
66 E. MAIN STREET 
MARLTON. NJ 08053 
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NOTIFICATION OF TRANSMITTAL OF 

INTERNATIONAL PRELIM[NARY 
PVAMrMATinu pppnpT 

CAAmllNA 1 Iv/Pi Ivcrvlxi 
(PCX Rule 71.1) 


Date of Mailing ^ i* . 
(dayfmntk/year) 2 8 JUN 200t 


Applicant's or agent's file reference 
RTSP-0066 


IMPORTANT NOTIFICATION 


Imernatiooal application No. lotemational filing date (dayfrnonthfyear) Priority Date (daylmnthfyear) 
PCr/USOO/19822 20 JULY 2000 23 JULY 1999 


Applicant 
ISIS PHARMACEUTICALS. INC. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, ifany, established on the international application. 

2. A copy of the report and its annexes, if any . is being transmitted to the International Bureau for communication 
to all the elected Offices. • 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the imtional phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Omces)(Article 
39(l))(see also the reminder sent by the International Bureau with Form PCT/lB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any aimexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume U of the 
PCT Applicant's Guide. 





Name and mailing address of the IPEA/US 

Coxtoniutoner of Patentj and TndenuokB 
Box PCT 

Wwhington, D.C. 20231 
Facsimile No. (703) 305-3230 


office ^ L,/^^ 
ANDREW WANG fjl/^*" jrV 

Telephone No. (703) 308-0196 



Pomi PCT/IPEA/416 (July 1992)* 
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PCX 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCX Article 36 and Rule 70) 



Applicaju's or agent's file reference 
RTSP-0066 


FOR FURTHER ACTION Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


Imermtiooal application No. 
PCT/USOO/19822 


International filing date (day/month/year) 
20 JULY 2000 


Priority date (day/month/year) 
23 JULY 1999 


International Patent Classification (IPC) or national classification and IPC 

Please See Supplemenial Sheet. 


Applicam 

ISIS PHARMACEUTICALS, INC. 



1. 



2. 



This international preliminary examination report has been prepared by this Intemationa! Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

This REPORT consists of a total of ^ sheets. 

□ 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

0 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
I Basis of the report 

II Priority 

HI Q Non-establishment of report with regard to novelty, inventive step or industrial applicability 

IV Lack of unity of invention 

V fx] Reasoned statement under Axlicle 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

VI Q Certain documents cited 

vn Certain defects in the international application 

VIII Q Certain observations on the international application 



Date of submission of the demand 
16 FEBRUARY 2001 


Date of completion of this report 
02 MAY 2001 


Name and mailing address of the IPEA/US 
Comininiona of PkteoU tnd Tndenufki 

Box per 

Wuhington. D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized officer /I i d/ i ^ 

ANDREW WANG /^/^ [A/^^ / 
Telephone No. (703) 308-0196 



Porai PCT/IPEA/409 (cover sheet) (July 1998) ♦ 
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rNTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Iniemationai appUcatioa No. 
PCT/USOO/ 19822 



I. Basis of the report 



1. With regani to the elements of the intenstional application:* 
the international application as originally filed 

Sthe description: 

pages _±!2 

pages NONE 

pages 



_ , as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



1^ the claims: 

pages &1-&2 

pages NONE 

pages NONE 

pages NONE 



, as originally filed 

. , as amended (together with any statement) under Article 19 
. filed with the demand 



. filed with the letter of 



fx] drawings: 



pages 
pages . 
pages. 



NONE 



NONE 



, as originally filed 

, filed with the demand 



NONE 



[Ic] the sequence listing part of the description: 

pages 1:12 

pages NONE 

pages NONE 



» filed with the letter of . 



, as originally filed 

» filed with the demand 



, filed with the letter of , 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international aj^lication was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the foliouing language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation fum^ied for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or ammo acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

^] contained in the international application in printed form. 

px] together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable fonn is identical to the writen sequence listing has 
' — ' been ftimished. 

4 ^] The amendments have resulted in the cancellation of: 

CEl the description, page s 

[H the claims, Nos. NONE 

[x] the drawings, sheets/fift NONE 



3. This report has been ds^wn as if (some ot) the amendments had nut been made, since ihey have been considered to gu 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacemmt sheas which have been fimdshed to the receiving Ofce in response to an invitation under Artide 14 are rrferred to 

in this report as 'originalfy filed' and are not annexed to this report since they do not contain ammdments (Rules 70.16 

and 70.17), 

*M/iv reolacetnera sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/USOO/19822 



V. Reasoned statement under Article 35(2) with regard to novelt>\ inventive step or industrial applicability; 

citations and explanations supporting such statement 



I. statement 

Novelty (N) 



Claims 1-20 



Claims NONE 



Inventive Step (IS) 



Industrial Applicability (lA) 



Claims 1-20 



Claims NONE 



Claims 1-20 
Claims NONE 



YES 
NO 

YES 
NO 



YES 
NO 



2. citations and explanations (Rule 70.7) 

Claims 1-20 meet the criteria set out in PCT Article 33(2)-(4), because the prior art docs not teach of falny suggest maxing 
and using modified antisense oligos to inhibit MEKKS expression to treat a disease state caused by MEKK5 over- expression. 



NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 
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INTERNATIOlJSr PRELIMINARY EXAMINATION REPORT 


Internationai application No. 
PCT/USOO/ 19822 


Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 


Continuation of: Boxes I - VIII 


Sheet 10 



CLASSIFICATION: 

The Iniematianal Patent Classification (IPC) and/or the National classification are as listed below: 
IPC<7): C07H 21/04; A61K 48/00; C12Q 1/68; C12P 19/34 and US CI.: 536/24.5; 514/44; 435/6. 91.1 



Form PCT/rPEA/409 (Supplemeoal Box) (July 1998) * 



